CCCCCCAACAAGATGTCAACTO l t I r CCCTCCC 33 



CACAAGAACACCCCC H I III iC CCTCCCCCC AJMa^X>ATGTTCTCAAAAAACCTCTAG 9 3 



ATC<X:AATC<X»^tXXnTACAATCACKCAAATCCAC«^CCTC^ 153 
KCKACtTKTCMrA.TSTS.PVH 20 



CACAAICCTCATATTOCTCCARCTCCTAATTCTCTCAACCACATACACCCACTCCTTCAA 213 
QKCOirC S AKSVKQttPVLQ 40 



CTCTATCTCTACCAT ICICI 1X^CCCAACCTCAA<^ACACTATCTCAAGTTTCCAAGTCCA 273 
VYt.THSLCQACCtrLKr.PSC 60 



C AGTATC ^^^* C *******TTTCTCTGCCTCCTTCTAAAGCTTGTCCTATTACCCCICTC 333 
trVACCtCVAA SKACCITPV 80 

J^S^£^^*^^'"^ , ^^^^*^'''*^^^^^^'***^^*^^^^*^CACCCAATCAT 393 

iKKKrALMSCTCAIWYPPKK 100 

CTCTTCCACATACACCAGTCAACCACCCATC ACATACTCTACACC ATAAGCTTCTACTTC 4 S3 

vruxorsTftKoxLY.Ktftrrr wo 

CCTCATTCCTACTCTACT«X»CCACCACAA - 513 

/> i 'i ... 

CAACCTCCTCTCCTICATCACTTTCTCATCTCTTACC^^ s7 j 

v^y v M * * L i s * Q v * * ° 1 

^^S^^H^ C '? G A-TCOAT AXXAG T A^CTOXCACTCATC A-AACTCACC AAG AG TCTCXTCOO «J 3 

r V H.C W X.KV > V I.K t T Q C C C LC 180 

ATCCCCCT«TTAC^T<*T^^ «93 

nAVL. DMMftZAKCKOQTFX.ft/V 200 

TATAACTCTCTCACCTM^ACATTCTTACCAAACTC^ 7 S3 
TATC^TTTTAA«5CCC>IWMC>ATCAC^ 

TKXLTKXK ZR .YItrRltriQQr 2<0 

CCT^AOATTTTTCa^TTATAATAACTtX „j 

^AAA^TAACCAAACTCACAO^CACAACACCAC^ 10,3 

w kmkzsk TLTCQOVOLTCOr 32.0 

CCTCATATTATTCAXCTCACTATTAACCAACCAAACCA^ 

ro* * OVS 'KQA«OCCSKCSK. / 3)40 

ATTCTAACTCTCCA?AA^AACAW?AAlcTTT^^ 1173 

IVTV«ltQOC KVLCICL««LK 360 



- FIGURE 1A - 



^ M X K C <00 

t r l x r a «« 0 

c ° L L K c <eo 

fl * c .c * soo 

c v * 0 v 520 

T K X «" S60 

^ " t. S80 

* * « K <oo 

t " V C c * 420 

: t - * l« K K C40 

c c c V * «« J 

" * t «80 

^ * 0 »■ 70O 

- FIGURE IB - 



T C O K K Q t. p A r R „ T c t 7fi0 

r * C *f .CORO 840 

vvl *- c KCKr 860 

§ 00 ^ M i t T^^TT^^^~~ CT 'ill 

*• v <- T * A 920* 

. u T. * * .Q I 960 

u I. A T ft Ago 

rc -**firw : .io2o 

•>*K.«rpvr 1060 

** " * » r k ttr loao 

VKP *FR0I.* u 20 
1X29 

- FIGURE 1C - 



} 



Human JAK1 
SI? S JK SI K SI? ^ i£ K £S 2?S ?S as SI? iSS 

s as ss s as s s? ss a; as is 51 s s ss 
is as ss 25 s s S5 ser sj as s s as a: ss 
as is si a as s s; s ss ess? se - 
in s ss 51 25 as ss sg ss e s ^ s s 2; 

SS i£ i£ J£ sr 2; 2S »S SI? S 2S S 2S ss 55 25 

Siss5JJS!£j::sffis?sj2S2S!sasa2 

52 SS S S SI E SS £?S 2£ SS ^ J£ 35 55 as £ 

« E is s 2? £ ?s g* ss si 21 s s s as 

™SSS3SSSaS5?2SSS25i55 2SSS 

s s as s jg as as ss s si 25 s as ss as 
srasffissfssssKgjsJsssgs 

£ SI? as SS S£ 3i S £5 SS 2? S JS 5? SS 2» 55 

s s as js us Aei ss is s j« as is is s s jg 

iS K 25 S iS i£ SIT SS £S 2? s a ss as £1 jgs 

Si^ssssasjgssgissssjjsaj 



- FIGURE 2 a- 



iS S £2 JS JE s« s s s: S S Si ^ sk SS !£ 
^ s s: s ^ sj es s ss ss ss s 

£ 2S J£ £S JS Glu SS K Aen SS JS £ SK SS S i£ 

SS S ?£ Asp s ffi si ss gssg -? s s 
s ess ss ss £s s a; s? s: s sss 

ss ss ss js as s ss ss s ^ es s iss ss ^ ss 



FIGURE 2 b - 



£2 22 AsJ A- ?S Su ^ f** 01 CTG GTG «G C A . 

Pfte Asp Arg He Leu Lye Lye Asp Leu Val Gin Gly Glu His 

S S? SSJ S5 JS iS JS SS S £ E S5 3£ 25 SIS SS 

ss ss 2; ss s: ss ?s e sk ss ss ss J2 £ ;s « c 

25 ^ SS SS S5 £5 SS SSS SS 5S E 25 S £5 E 

ss s s is £? ss js ss ss s ss si ss ? s ss - 

25 £ SS 55 ^ SS SS SS SS SS SS E JXS SS 

esksssseksseeees&ejs 

SS 25 E EEESSEgSEESi SS 22 SS E 
S 2S E SS SS SS 2? Si SS 2S SS SS S SS 52 SS 
E SJi SS 25 25 25 SS £ SS SS S JS *2 SS & E 
S SS S SS 25 E 2S s 5 S S S ?SS SS 25 E 

S^^KESEEESEEEEE 
K-jSEEESESEEEESEEE 

~iS2SESiEEEEEEESE£SSS 
SS S 2S S SS J- SS SS SS E K E £»2-g 

"SSEEEEESSSEEESEE 

2S5ESESESEE3ESE5E 

iSEE25EEEEEEEEE£E£: 



1947 
624 



1995 
640 



2187 
704 



2235 
720 



2283 
736 



2379 
768 



2523 
816 



2571 
832 



2619 
848 



- FIGURE 2c - 



ss ss s ss ss ss sss sss ss si je ss ss si ss ss 
ss ss ss ss ss ss ss ss ss si 5; sir ss ss 
ss ss si ss sss a; sss si ss ss ss a; si? ss ss - 
si ss ss ss ss ss ss sj ss ss ss ss ss ss ss 
ss sis ss ss si ss ss ss si si ss ss ss ss ss ss 
ss s? ss ss sss ss ss s? ss si s? ss ss ss ss sis 

ss ss ss sss ss ss as ss ss ss si s ss ss ss si 
ssssjsssssasss ai ss assess 

-«SSSSSSSSS5S^ISSSSISSSSS 0 SSSI 
SI? SSI SS SI SS SS SS ig ^ SI SI 12- SI SI SSI SSS 

sis si ss ss ss ss sis nS ss ss sss si s? ss sis ss 

sis sss ss si ss si ?ss ss ss ss ss ss ^ ss ss ss 
ss ss.ss si sss si ss ss sj.sk si sis ss ss ss ss 

^ ™« ss ss ss si ss ss sss si ss ss si ss as ss 



FIGURE 2d- 



TTT GAA GCA CTT TTA AAA TAA 
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Human TYK2 



£It £S fl?, £ GC 1°° G ? G ATG GCC AGG GGC AGT ^ G CCC GTT GGG 

Met Pro Leu Arg Hie Trp Gly Met Ala Arg Gly Ser Lys Pro Val Gly 

t«I o? A GCC ^ G CCC ATG GCT GCC ATG GG * GGC CTG AAG GTG CTT CTG 
Asp Gly Ala Gin Pro Met Ala Ala Met Gly Gly Leu Lys ?I? 21 

Sis £™ ^ T ^ GGC GGG GAG CCC TGG GTC ACT TTC AGT GAG 

His Trp Ala Gly Pro Gly Gly Gly Glu Pro Trp Val Thr Pne Ser ~ 



Glu 



22 S2 SS ?S S 22 S5 SS SS SS as JS s s: ^ 
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31 S5 SS i£ ss SS 25 S S SS 55 2; 51 ss s 
sj !£ as sa is? is ss ss s s as s? ss as SS SS 
assESfsssssssasazssEsissE 

SS 522 SI? GCA TCA CTG TGG GAG CTG TCG ACC GAG GAG GAG ATC 

Val Asn Asp Val Ala Ser Leu Trp Glu Leu Ser Thr Glu Glu Glu lie 

ss3ss^jsass£.ss5E?iss5sa;sg: 
as ss £ ss s a: s? ss ss ss as «°?s ss sis &° s?s 

tS £~ Slf AAG GAC TGC ATC CCG CGC TCC TTC CGC CGG CAT ATC CGG 
Thr Ser Phe Lye Asp Cye lie Pro Arg Ser Phe Arg Arg Se lie 2g 
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CTC ATC ATC ATG CGG GGG GCT CGG GCC AGC CCC AGG ACA CTC AAC CTC 
Leu lie He Met Arg Gly Ala Arg Ala Ser Pro Arg Thr Leu Asn Leu 

^ G P" C o GC TTC CAC CGG GTT GAC CAG AAG GAG ATC ACC CAG CTG 
Ser Gin Leu Ser Phe Hie Arg Val Asp Gin Lye Glu He Thr Gin Leu 

TCC CAC TTG GGC CAG GGC ACA AGG ACC AAC GTG TAT GAG GGC CGC CTG 
Ser His Leu Gly Gin Gly Thr Arg Thr Asn Val Tyr Glu Gly Arg Leu 

£S vl? rf 3 e G ° ^ GAC CCT GAG GAG 000 ** G ATG GAT GAC GAG 

Arg Val Glu Gly- Ser Gly Ag P Pro. Glu Glu Gly Lys Met Asp Asp Glu 

GAC CCC CTC GTG CCT GGC AGG GAC CGT GGG CAG GAG CTA CGA GTG GTG 
Asp Pro Leu Val Pro Gly Arg Asp Arg Gly Gin Glu Leu Arg Val Val 

CTC AAA GTG CTG GAC CCT ACT CAC CAT GAC ATC GCC CTG GCC TTC TAC 
Leu Lye Val Leu Asp Pro Ser His His Asp He Ala Leu Ala Phe Tyr 

GAG ACA GCC AGC T CTC ATG AGC CAG GTC TCG CAC ACG CAC CTG GCC TTC 
Glu Thr Ala Ser Leu Met Ser Gin Val Ser His Thr His Leu Ala Phe 

SS ml ?f 5 v T ° ^ S TG CGC <3GC CCT GAA AGC ATG G ? G ACA GAG 

Val His Gly Val Cys Val Arg Gly Pro Glu Aen Ser Met Val Thr Glu 

Tyr Sal M° ??* »° C 7*° GAT GTG ^GG CTG CGG AGG GAG CGG GGC 

Tyr Val Glu His Gly Pro Leu Asp Val Trp Leu Arg Arg Glu Arg Gly 

Ss S? m TG ^ £ GG ^ ATG GTG GTG GCC 010 <» G CTG GCC AGC 

His Val Pro Met Ala Trp Lys Met Val Val Ala Gin Gin Leu Ala Ser 

GCC CTC AGC TAC CTG GAG AAC AAG AAC CTG GTT CAT GGT AAT GTG TGT 
Ala Leu Ser Tyr Leu Glu Asn Lys Asn Leu Val His Gly Asn Val Cys 

SJJ AAC A ? C T CTG CTG G CC CGG CTG GGG TTG GCA GAG GGC ACC AGC 

Gly Arg Asn He Leu Leu Ala Arg Leu Gly Leu Ala Glu Gly Thr Ser 

Pro Phf T?° t* 3 AGT GAT CCT GGC GTG GGC CTG GGC GCC CTC TCC 

Pro Phe He Lye Leu Ser Asp Pro Gly Val Gly Leu Gly Ala Leu Ser 

AGG GAG CGG GTG GAG AGG ATC CCC TGG CTG GCC CCC GAA TGC CTA 

Arg Glu Glu Arg Val Glu Arg lie Pro Trp Leu Ala Pro Glu Cys Leu 

§S S?S G ? C ^ C AGC T CTA AGC ACC GCC ATG GAC AAG TGG GGG TTT 
Pro Gly Gly Ala Asn Ser Leu Ser Thr Ala Met Asp Lys Trp Gly Phe 

Sy £S i£ f G X* 3 r? C TGC GAC m GAG GCC CCT CTG CAG 

t»iy Ala Thr Leu Leu Glu He Cys Phe Asp Gly Glu Ala Pro Leu Gin 

^ AGT S CC TCC GAG AAG GAG CAT TTC TAC CAG AGG CAG CAC CGG 
Ser Arg Ser Pro Ser Glu Lys Glu His Phe Tyr Gin Arg Gin His Arg 

°S S S n~ I° C ^C CCA CAG CTG GCC ACA CTC ACC AGC CAG TGT 
Leu Pro Glu Pro Ser Cys Pro Gin Leu Ala Thr Leu Thr Ser Gin Cys 
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Glu A™ V T ? w T ? I GC CTG AGG CTG CTG GCC CAG GCC GAG x 170 

Glu Arg Val Pro Val Cys His Leu Arg Leu Leu Ala Gin Ala Glu Gly 338 

So £5° t? c CGG GAC AGT GGG GTG GCC CCT ACA GAC CCT <^C i 218 

Glu Pro Cys Tyr H e Arg Asp Ser Gly Val Ala Pro Thr Asp Pro Gly 304 

oSI GAG TCT GCT GCT 000 CCC CCA ACC CAC GAG GTG CTG GTG ACA GGC 126* 
Pro Glu Ser Ala Ala Gly Pro Pro Thr His Glu Val Leu Val Thr Gly H% 

?S m3 ^ t? C ^ G ^ GG TGG CCA GTA GAG GAG GAG GTG ^ AAG GAG 1314 
Thr Gly Gly He Gin Trp Trp Pro Val Glu Glu Glu Val Aen Lys Glu 336 

Glu c CT c GT 5?° AGC AGT GGC AGG ^ C CCC GCC AGC CTG TTT 13 62 

Glu Gly Ser Ser Gly Ser Ser Gly Arg Asn Pro Gin Ala Ser Leu Phe 3s§ 

JJ G w° GCC AAG GCT CAC AAG GCA TTC GGC CAG CCG GCA GAC AGG i 4 10 
Gly Lys Lye Ala Lys Ala His Lys Ala Phe Gly Gin Pro Ala Asp Arg 368 

CCG CGG GAG CCA CTG TGG GCC TAC TTC TGT GAC TTC CGG GAC ATC ACC ,«„ 

Pro Arg Glu Pro Leu Trp Ala Tyr Phe Cye Asp Phe Arg Asp ite "fj 

H^f V=? CTG CTG AAA GAG CAC TGT GTC AGC ATC CAC CGG CAG GAC AAC 1SOG 
His Val Val Leu Lye Glu Hie Cye Val Ser lie Hie Arg Gin Asp Ken tot 

AAG TGC CTG GAG CTG AGC TTG CCT TCC CGG GCT GCG GCG CTG TCC TTC 1 
Lys Cys Leu Glu Leu Ser Leu Pro Ser Arg Ala Ala Ala Leu Ser Phe 

vll T 0 ! 0 v 1 "? GAC ^ TAT TTC 000 0X0 ACG GCC GAC TCC AGC CAC 1602 

Val Ser Leu Val Aep Gly Tyr Phe Arg Leu Thr Ala Aep Ser Ser Hie til 

TAC CTG TGC CAC GAG GTG GCT CCC CCA CGG CTG GTG ATG AGC ATC CGG ,«„ 
Tyr Leu Cys Hie Glu Val Ala Pro Pro Arg Leu Val £? Ill ?S ta£ tit 

2S 5 S 3S Oly S £u Su SS S SS SS Ala Lye ss *s: 

s s ss !£ Sy ss s s as s ser s ss as ss i j: i 

5S a% c ffi S s SI? S S! Arg SS S5 Aia S.25 Sg *2! 

Me? R G ^ ° GA AAG TTC CCC ATT GAG CAG CAG GAC GGG 1842 

Met Gin Ser Leu Arg Leu Arg Lys Phe Pro He Glu Gin Gin Aep Gly sj| 

s s? ssj: a: ss s. c s s js °x ss 2; is: 

Phe fi^ ^ ^ ^ C ^ T TGC CTG CCC CAA CCA GGA GAA ACC TCC AAT 1986 

Phe Ser Leu Arg Arg Cye Cys Leu «Pro Gin Pro Gly Glu Thr Ser Aen *I 60 
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fl® I AT GAG CCA ACC ^ AGG CCA TCA <=GC ACC ATC CTG CGT 

Leu Thr Tyr Glu Pro Thr Gin Arg Pro Ser Phe Arg Thr lie Leu Arg 

S «S P 0 £° C CGC GTG CAG CCC CAC AAT CTT GCT GAC GTC TTG ACT GTG 
Asp Leu Thr Arg Val Gin Pro His Asn Leu Ala Asp Val Leu Thr Val 

^ CGG GAC TCA CCG GCC GTC GGA CCT ACT ACT TTC CAC AAG CGC TAT 
Asn Arg Asp Ser Pro Ala Val Gly Pro Thr Thr Phe His Lye Arg Tyr 

TTG AAA AAG ATC CGA GAT CTG GGC GAG GGT CAC TTC GGC AAG GTC AGC 
Leu Lys Lys He Arg Asp Leu Gly Glu Gly His Phe Gly Lys Val Ser 

Uu T^ ^ ^ GAT CCG ACC AAC GAC GGC ACT GGC GAG ATG GTG GCG 
Leu Tyr Cys Tyr Asp Pro Thr Asn Asp Gly Thr Gly Glu Met Val Ala 

vll AAG GCA GAC TGC GGC CCC CAG CAC CGC TCG GGC TGG 

Val Lys Ala Leu Lys Ala Asp Cys Gly Pro Gin His Arg Ser Gly Trp 

Lyg g° GAG ATT ^ ATT T CTG CGC ACG CTC TAC CAC GAG CAC ATC ATC 
Lys Gin Glu He Asp He Leu Arg Thr Leu Tyr His Glu His He He 

^ £ AC AAG 2?° I GC TGC GAG GAC CAA GGC GAG AAG TCG CTG CAG CTG 
Lys Tyr Lye Gly Cys Cys Glu Asp Gin Gly Glu Lys Ser Leu Gin Leu 

Sal SI? S?, v T ? o CC ^ AGC 0X0 CGA ^ TAC GTG CCC CGG 

Val Met Glu Tyr Val Pro Leu Gly Ser Leu Arg Asp Tyr Leu Pro Arg 

His 2 G r T?° ^ ^ GCC ^ CTG 0X0 GTC TTC GCC CAG CAG ATC TGC 
His Ser He Gly Leu Ala Gin Leu Leu Leu Phe Ala Gin Gin He Cys 

Glu GW mI G GCC I AT ^ CAC GCG CAC GAC TAC ATC CAC CGA GAC CTA 
Glu Gly Met Ala Tyr Leu His Ala His Asp Tyr He Hie Arg Asp Leu 

22 Ar-o iin ?™ ? AG AAC AGG GTG GTC AAG ATC GGG 

Ala Ala Arg Asn Val Leu Leu Asp Asn Asp Arg Leu Val Lys He Gly 

Sp G?S °? C GCC GT ? CCC GAA 000 GAC GAG TAC TAC CGC 

Asp Phe Gly Leu Ala Lys Ala Val Pro Glu Gly His Glu Tyr Tyr Arg 



Val Art rY,, r-T * ~ „ UiU lic TGG TAT GCC CCA GAG TGC 

val Arg Glu Asp Gly Asp Ser Pro Val Phe Trp Tyr Ala Pro Glu Cys 

CTG AAG GAG TAT AAG TTC TAC TAT GCG TCA GAT GTC TGG TCC TTC GGG 
Leu Lys Glu Tyr Lys Phe Tyr Tyr Ala Ser Asp Val £rp Ser "e STy 

Sal tS GAG 0X0 CTG ACG CAC TQ T GAC TCC AGC CAG AGC CCC 

Val Thr Leu Tyr Glu Leu Leu Thr His Cys Asp Ser Ser Gin Ser Pro 

Pro fS 7™ GAG 0X0 ATA 000 ATT GCT CAG GGT CAG ATG ACA 

Pro Thr Lys Phe Leu Glu Leu He Gly lie Ala Gin Gly Gin Met Thr 

SIT fI G P" 0 ACT GAG TTG CTG GAA CGA GGG GAG AGG CTG CCA CGG 

Val Leu Arg Leu Thr Glu Leu Leu Glu Arg Gly Glu Arg Leu Pro Arg 



- FIGURE 3»- 



3 762 
1152 



Glu THr rl G IF CGC CCA ACC TTC GAG ™ C C ™ ATA CCC ATT 3810 

Glu Thr Glu Ala Ser Phe Arg Pro Thr Phe Glu Asn Leu He Pro He lies 

CTG AAG ACA GTC CAT GAG AAG TAC CAA GGC CAG GCC CCT TCA GTG TTC 3 BR A 

Leu Lys Thr Val His Glu Lys Tyr Gin Gly Gin Ala Pro sir 55 u 8 4 

AGC GTG TGC 

Ser Val Cy 6 3867 

1187 
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Autoradiography 
Probed with Anti-Jak2 
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